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Abstract 

Millions of Americans are at risk for cardiovascular morbidity and mortality related to 
disorders of glucose intolerance-particularly type 2 diabetes and prediabetic ^ndUic-n^ 
including the insulin resistance, or "cardiovascular dysmetabohc," syndrome^ The latter is 
apparently more intricately associated with macrovascular disease-myocardial 'nfarchon, 
stroke, and peripheral vascular disease. In some situations the risk of cardiovascular disease 
might be reduced by the prevention of diabetes and also by prevention or treatment of the 
cardiovascular dysmetabohc syndrome. Studies have shown that intensive glycemic control 
can delay the development of microvascular complications in type 1, and possibly type 2, 
diabetes Several longitudinal observational studies have demonstrated a relationship 
between glycemic control and the development of cardiovascular disease. Prospective 
clinical intervention trials to address this issue are underway. Insulin may have a role in 
atherogenesis, both directly and by promoting development of such nsk factors as 
hypertension and dyslipidemia. Genetic factors and mechanisms promoting or discouraging 
development of glucose intolerance are also under investigation. Lifestyle changes-dietary 
and exercise modification, weight loss, and smoking cessation-have been shown to have a 
positive effect on cardiovascular disease risk. Clinical trials suggest that oral antidiabetic 
agents— particularly the new noninsulin secretagogues (including troghtazone and 
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metformin, which act on the liver and on skeletal muscle)— may be useful in delaying or 
preventing development of type 2 diabetes and the cardiovascular dysmetabolic syndrome, as 
well as in their treatment, when present. Both agents, acting primarily by different 
mechanisms of action, have also demonstrated potential beneficial effects on serum lipid 
profiles and other cardiovascular risk factors and may be useful in patients with 
cardiovascular dysmetabolic syndrome who do not yet meet the criteria for diabetes. 

® Requests for reprints should be addressed to Robert R. Henry, MD, Veterans 
Administration Hospital, 3350 La Jolla Village Drive, La Jolla, California 92161 
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L12 ANSWER 100 OF 115 COPYRIGHT 2003 Gale Group on STN 
ACCESSION NUMBER: 1998:153994 NLDB 

TITLE : Rosiglitazone Success In Phase III Boosts SB 

SOURCE: Marketletter, (22 Jun 1998) . 

ISSN: 0951-3175. 
PUBLISHER: Marketletter Publications Ltd. (UK) 

DOCUMENT TYPE: Newsletter 
LANGUAGE: English 
WORD COUNT: 609 

TX SmithKline Beecham's insulin sensitizer Avandia (rosiglitazone 
maleate) has been shown to significantly reduce blood glucose 
levels in patients with type It diabetes, 

according to data from a Phase III clinical trial presented at the recent 

American Diabetes Association annual meeting held in Chicago, 

USA. 

Meantime, . . . recently when the US National Institutes of Health 
discontinued the troglitazone arm of its five-year trial for the 
prevention of type II diabetes after one 

patient developed liver failure and subsequently died following 
transplantation (Marketletter June 15) . 
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CN Trade Name: AVANDAMET 

CN Chemical Name: metformin hydrochloride; rosiglitazone 
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maleate; metformin hydrochloride; rosiglitazone 
maleate 

COMP Active Ingredient: tabs film-coated a: metformin hydrochloride, 500 mg, 

rosiglitazone maleate, 1 mg; tabs 
film-coated b: metformin hydrochloride, 500 mg, 
rosiglitazone maleate, 2 mg; tabs 
film-coated c: metformin hydrochloride, 500 mg, 



rosiglitazone maleate, 4 mg. 

TX Type II diabetes. 
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COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Combined oral therapy of type II diabetes 

mellitus in patients insufficiently controlled with metformin or 

sulfonylurea derivatives. 

L12 ANSWER 103 OF 115 DRUGLAUNCH COPYRIGHT 2003 IMSWORLD on STN 
CN Trade Name: AVANDIA 
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rosiglitazone maleate 
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maleate, 4 mg; tabs film-coated b: 
rosiglitazone maleate, 4 mg. 
TX Treatment of type II diabetes 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate 

COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Treatment of diabetes mellitus (type II) 

L12 ANSWER 105 OF 115 DRUGLAUNCH COPYRIGHT 2003, IMSWORLD on STN 
CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate 

COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Diabetes mellitis type II 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate 

COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Treatment of type II diabetes mellitus 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate; 

rosiglitazone maleate 
COMP Active Ingredient: tabs film-coated a: rosiglitazone 

maleate, 4 mg; tabs film-coated b: 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate 

COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Treatment of type II diabetes 

L12 ANSWER 109 OF 115 DRUGLAUNCH COPYRIGHT 2003 IMSWORLD on STN 
CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate; 
rosiglitazone maleate; rosiglitazone 
maleate 

COMP Active Ingredient: tabs film-coated a: rosiglitazone 

maleate, 4 mg; tabs film-coated b: 
rosiglitazone maleate, 4 mg; tabs 



film-coated c: rosiglitazone maleate 

, 8 rag. 

XX combination with metformin in obese patients, or with a 

sulphonylurea in patients with an intolerance or contraindication to 
metformin, in type II diabetes inadequately 
controlled by maximal tolerated doses of either. 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate; 

rosiglitazone maleate 
COMP Active Ingredient: tabs coated a: rosiglitazone maleate 

, 4 mg; tabs coated b: rosiglitazone 
maleate, 8 mg. 
TX Treatment of type II diabetes mellitus 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate 

COMP Active Ingredient: rosiglitazone maleate, 4 mg. 

TX Treatment of type II diabetes 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate; 
rosiglitazone maleate; rosiglitazone 
maleate 

COMP Active Ingredient: tabs film-coated a: rosiglitazone 

maleate, 2 mg; tabs film-coated b: 
rosiglitazone maleate, 4 mg; tabs 
film-coated c: rosiglitazone maleate 
, 8 mg. 

TX Diabetes mellitus type II 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate; 
rosiglitazone maleate; rosiglitazone 
maleate; rosiglitazone maleate ; 
rosiglitazone maleate; rosiglitazone 
maleate 



COMP Active Ingredient 



TX Treatment of type 



tabs coated a: rosiglitazone maleate 
, 2 mg; tabs coated b: rosiglitazone 
maleate, 2 mg; tabs coated c: 
rosiglitazone maleate, 4 mg; tabs 
coated d: rosiglitazone maleate, 4 
mg; tabs coated e: rosiglitazone 
maleate, 8 mg; tabs coated f: 
rosiglitazone maleate, 8 mg. 
II diabetes 
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CN Trade Name: AVANDIA 

CN Chemical Name: rosiglitazone maleate ; 
rosiglitazone maleate; rosiglitazone 
maleate 

COMP Active Ingredient: tabs a: rosiglitazone maleate, 2 

mg; tabs b: rosiglitazone maleate, 
4 mg; tabs c: rosiglitazone maleate 
, 8 mg. 

TX Treatment of type II diabetes 
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TITLE: Rosiglitazone Success In Phase III Boosts SB 

SOURCE: Marketletter June 18, 1998 

DOCUMENT TYPE: Newsletter 
WORD COUNT: 599 

TX SmithKline Beecham' s insulin sensitizer Avandia (roaiglitazone 
maleate) has been shown to significantly reduce blood glucose 
levels in patients with type II diabetes, 

according to data from a Phase III clinical trial presented at the recent 

American Diabetes Association annual meeting held in Chicago, 

USA. 

. recently when the US National Institutes of Health discontinued 
the troglitazone arm of its five-year trial for the prevention of 
type II diabetes after one patient developed 
liver failure and subsequently died following transplantation 
(Marketletter June 15) . 
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L12 ANSWER 90 OF 115 BIOSIS COPYRIGHT 2003 BIOLOGICAL ABSTRACTS INC. on STN 

DUPLICATE 4 
ACCESSION NUMBER: 2000:106894 BIOSIS 
DOCUMENT NUMBER: PREV200000106894 

TITLE: Hepatocellular injury in a patient receiving rosiglitazone: 

A case report. 

AUTHOR (S) : Al-Salman, Jameela; Arjomand, Heider; Kemp, David G. ; 

Mittal, Manoj (1) 

CORPORATE SOURCE: (1) Division of Gastroenterology, Easton Hospital, 250 

South 21st Street, Easton, PA, 18042 USA 

SOURCE: Annals of Internal Medicine, (Jan. 18, 2000) Vol. 132, No. 

2, pp. 121-124. 
ISSN: 0003-4819. 

DOCUMENT TYPE : Article 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

AB Background: Rosiglitazone maleate (Avandia, SmithKline 

Beecham, Philadelphia, Pennsylvania) is a new oral hypoglycemic agent 
approved for the treatment of type 2 diabetes. It. 
IT Major Concepts 

Gastroenterology (Human Medicine, Medical Sciences) ; Pharmacology; 
Toxicology 
IT Diseases 

hepatocellular injury: digestive system disease; type 
II diabetes: endocrine disease/pancreas, metabolic 
disease 

IT Chemicals & Biochemicals 

rosiglitazone maleate: antidiabetic - drug 
IT Alternate Indexing 

Diabetes Mellitus, Non- Insulin-Dependent (MeSH) 
RN 155141-29-0 (ROSIGLITAZONE MALEATE) 

L12 ANSWER 91 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:1817 DRUGNL 

TITLE: rosiglitazone SmithKline Beecham clinical data 

SOURCE: R&D Focus Drug News (28 Jun 1999) . 

WORD COUNT: 173 

TX SmithKline Beecham reported clinical data on its therapy for 
noninsulin-dependent (type II) diabetes 

mellitus, rosiglitazone (AVANDIA) at the 81st Annual Meeting of the 
Endocrine Society, 15-21 June 1999, San Diego, USA. When administered. 



CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 
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ACCESSION NUMBER: 1999:1556 DRUGNL 



TITLE : rosiglitazone Bristol-Myers Squibb, SmithKline Beecham 

marketed, USA 

SOURCE: R&D Focus Drug News (31 May 1999). 

WORD COUNT: 84 % 

TX The US FDA granted approval 26 May 1999 for SmithKline Beecham «s 
thiazolidinedione rosiglitazone (AVANDIA) for use in type 
II diabetes. According to the company, the agent will be 
launched within a few days of approval. Rosiglitazone is an insulin 
sensitizer. . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 93 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:3206 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham rosiglitazone receives 

negative review by EMEA 
SOURCE: RficD Focus Drug News (1 Nov 1999) . 

WORD COUNT: 68 

TX Rosiglitazone, indicated for type II diabetes 

, has been marketed in the USA and Mexico and approved in a number of 
countries . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 94 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:818 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham awaits FDA committee 

review 

SOURCE: R&D Focus Drug News (29 Mar 1999). 

WORD COUNT: 46 

TX The . . . (AVANDIA), SmithKline Beecham' s thiazolidinedione, in April 
1999. The product had been submitted in the USA for the treatment of 
nonirisul in-dependent (type II) diabetes 
mellitus. Approval is awaited in Europe. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 95 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:262 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham receives priority review 

status 

SOURCE: R&D Focus Drug News (1 Feb 1999). 

WORD COUNT: 64 

TX The US FDA has granted six-month priority review status to rosiglitazone 
(AVANDIA), SmithKline Beecham 1 s insulin sensitizer, for the treatment of 
type II diabetes. The company submitted the 

NDA November 1998 seeking approval of rosiglitazone for use as a 
monotherapy or a combination therapy. ... 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 96 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:2184 DRUGNL 

TITLE: rosiglitazone SmithKline Beecham marketed, Mexico 

SOURCE: R&D Focus Drug News (26 Jul 1999) . 

WORD COUNT: 38 

TX Rosiglitazone . . . sensitizer developed by SmithKline Beecham, has 

been launched in Mexico for use as monotherapy or in certain combination 



regimens for type 11 diabetes. The product 

has been submitted for approval in 42 countries worldwide. 



CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
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L12 ANSWER 97 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 1999:1171 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham registered, Mexico 

SmithKline Beecham submitted for approval, Canada, 
Australia SmithKline Beecham recommended for approval, USA 
SmithKline Beecham licensing agreement Bristol-Myers 
Squibb licensing agreement 

SOURCE: R&D Focus Drug News (3 May 1999) . 

WORD COUNT: 126 

TX SmithKline . . - been recommended for approval by the US FDA's 

Endocrinologic and Metabolic Drugs Advisory Committee for the treatment of 
noninsulin dependent (type II) diabetes 

mellitus either as a monotherapy or in combination with metformin. In 
another development, SmithKline Beecham announced an agreement with 
Bristol-Myers. 

The product has been approved for marketing in Mexico as a monotherapy and 
in certain combination regimens for treatment of type II 
diabetes. Approval of rosiglitazone is pending additionally in 
Europe, Australia and Canada. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 98 OF 115 DRUGNL COPYRIGHT 2003* IMSWORLD on STN 
ACCESSION NUMBER: 1998:4367 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham submitted for approval, 

Europe 

SOURCE: R&D Focus Drug News (14 Dec 1998) . 

WORD COUNT: 61 , 

TX Closely . . . sensitizer, in the 15 countries of the European Union via 

the centralized procedure. The filing specifies rosiglitazone 1 s use in 

treating type II (noninsulin- dependent) 

diabetes, either as a monotherapy or in combination with certain 
other agents. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 
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ACCESSION NUMBER: 1998:4292 DRUGNL 

TITLE : rosiglitazone SmithKline Beecham submitted for approval, 

USA 

SOURCE: R&D Focus Drug News (7 Dec 1998). 

WORD COUNT: 106 

TX The ... by developer SmithKline Beecham. The filing, the first 

worldwide for the product, is seeking approval for its use in treating 
type II (noninsulin-dependent) diabetes. 



either as a monotherapy or in combination with certain other agents. 
Worldwide clinical trials of rosiglitazone are reported to have. . . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653C; SB 210232; AVANDIA 

=> d 112 80-89 ibib, kwic 

L12 ANSWER 80 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 2000:622 DRUGNL 

TITLE • rosiglitazone SmithKline Beecham marketed, Central 

'America, Colombia, Puerto Rico 
SOURCE : R&D Focus Drug News (21 Feb 2000). 

ST Rosiglitazone . " . insulin sensitizer developed by SmithKline Beecham, 
has been launched in Central America, Colombia and Puerto Rico for the 
treatment of type II diabetes. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 81 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 2000:4103 DRUGNL , 

TITLE : ramipril, rosiglitazone Aventis phase change III, 

* ' Worldwide SmithKline Beecham 

SOURCE : R&D Focus Drug News (11 Dec 2000). 

WORD COUNT: initi ^ d tQ compare Aventis . ACE inhibitor ramipril (ALT ACE) 

with SmithKline Beecham' s thiazolidinedione insulin sensitizer 
rosiglitazone (AVANDIA) in the prevention of type II 
diabetes. The trial, known as DREAM (Diabetes REduction 
Approaches with ramipril and rosiglitazone Medications), aims tc enroll 
4000 subjects at high risk for developing type II 
diabetes owing to impaired glucose tolerance. Patients will 
receive placebo, ramipril, rosiglitazone or a combination of the two 
agents. The study. 



rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 



CN 
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ACCESSION NUMBER: 2000:3275 DRUGNL 

TITLE: rosiglitazone SmithKline Beecham marketed, Ireland, 

Finland 

SOURCE: R&D Focus Drug News (16 Oct 2000). 

TX™ SmithKline Beecham' s rosiglitazone (AVANDIA), an insulin sensitizer for 
the treatment of type II diabetes, has been 
launched in Ireland and Finland. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 83 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 2000:772 DRUGNL 

TITLE: rosiglitazone SmithKline Beecham, Asahi Chemical licensing 

agreement 

SOURCE: R&D Focus Drug News (28 Feb 2000). 

WORD COUNT: 60 p . . al 

TX SmithKline Beecham has signed a copromotion agreement with Asahi Chemical 
for its thiazolidinedione, rosiglitazone maleate 

(AVANDIA), in Japan. The compound, which is an insulin sensitizer, is a 

treatment for non- insulin dependent (type II) 

diabetes mellitus and has been marketed in a number of Latin 



American countries and the USA, where a copromotion agreement exists. . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 84 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 

ACCESSION NUMBER: ^SS,™*^^ Bee cham recommended for approval, 

Europe 

S0URCE: RStD Focus Drug News (27 Mar 2000) . 

to* 5 SithKline Beecham- s rosiglitazone (AVANDIA) has been recommended for 

SproJai by til Europe's CPMP for the treatment of noninsulin dependent ( 
tvt»e II) diabetes mellitus in combination with 

other oral antidiabetic agents. This recommendation follows an appeal to 
the EMEA which had rejected rosiglitazone. . . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 85 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 2000:1215 DRUGNL 

TlSI- rosiglitazone SmithKline Beecham marketed, Canada 

SOURCE: R&n Focus Drug News (10 Apr 2000). 

TX^ SmithKline . . " approval for and launched rosiglitazone (AVANDIA) in 
Canada for use alone or in combination with metformin in the treatment of 
tvDe II diabeteB. The compound, a 

thiazo-lidinedione insulin sensitizer, is already available in certain 
countries in North and South America and awaits approval. . . 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 86 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 

ACCESSION NUMBER: 2000:1115 DRUGNL . „, _ ., 

TITLE : rosiglitazone SmithKline Beecham marketed, Brazil 

SOURCE: R&D Focus Drug News (3 Apr 2000). 

T^ Sgiitazone (AVANDIA) , an insulin sensitizer developed by SmithKline 
Beecham, has been launched Brazil for the treatment of type 
II diabetes. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 87 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 
ACCESSION NUMBER: 2000:2792 DRUGNL 

TITLE: rosiglitazone SmithKline Beecham receives NICE 

recommendation 
SOURCE: R&D Focus Drug News (4 Sep 2000). 

tI™ SmithKline Beecham* b once-daily antidiabetic, rosiglitazone (AVANDIA) , has 
been recommended for use in combination with oral monotherapy for patients 
with tvpe II diabetes by the National 

SstitSe for Clinical Excellence (NICE) , UK. This advisory body on drug 
prescription stated that, in the light. 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 
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^CESSION NUMBER: ^^J^ tuliau Beecham registered, Europe 
SXcB: R&D Focus Drug News (24 Jul 2000) . 

ST SSline ^ by the European Commission for use in combination with 

TX 5£^i5 antidiabetic drugs, under defined circumstances, in the 

bSc^I^^ «- — 

Union, initially in the UK and Germany, during July. . . 

Rosiglitazone has been approved for the treatment of type 
II diabetes in 38 countries worldwide, including the 



USA. 



PN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 89 OF 115 COPYRIGHT 2003 Gale Group on STN 

ACCESSION NUMBER: 2000 : 30395^™ ^ by c^CAL INDUSTRY CO. , 

LTD. (Brief Article) 
SOURCE: Japan-U.S. Business Report, (1 Mar 2000) pp. 2. 

ISSN: 0888-5702. 
PUBLISHER : Japan Economic Institute of America 

DOCUMENT TYPE: Newsletter 
LANGUAGE : Eng 1 i sh 

WORD COUNT, ddl ^ v „ ed fcy ^ CHEMICAL INDUSTRY CO . , LTD . that BhOWS 

Asahi Chemical will codistribute in Japan SB's Avandia ( 

roaialitazone maleate) , a treatment for Type 

IV, or Suit-onset, diabetes. That product is in Phase 

THIs'isTOE FULL^TEXT^COPYRIGHT 2000 Japan Economic Institute of. ... 
=> d 112 1-10 ibib, kwic 

L12 ANSWER 1 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 

ACCESSION NUMBER: ^^^S^t^i^. Sankyo licensing agreement 
sSGrce- R&D Focus Drug News (10 Feb 2003) . 

Rosiglitazone, a'thiazolidinedione is marketed for the treatment of 

type II diabetes in many countries, including 

the USA, Canada and Europe. Approval is pending in Japan. 

CN rosiglitazone; rosiglitazone maleate; BRL 496S3; BRL 
49653c; SB 210232; AVANDIA 

CN rosiglitazone; rosiglitazone maleate; BRL 49653; BRL 
49653c; SB 210232; AVANDIA 

L12 ANSWER 2 OF 115 DRUGNL COPYRIGHT 2003 IMSWORLD on STN 

ACCESSION NUMBER: rosiglitazone^GlaxoSmithKline receives additional approval 
SOURCE: R&D Focus Drug News (17 Mar 2003) . 

5"° SSoSmithKline.s 2 thiazolidinedione, rosiglitazone (AVANDIA, has been 
approved by the US FDA for use in combination with insulin for tne 
treatment of type II diabetes mellitus. 



Consequently, the therapy is indicated as a monotherapy or as a 
combination therapy with metformin, sulfonylureas or insulin to improve 
glycemic control in patients with type II 
diabetes. 

CN rosiglitazone; rosiglitazone maleate; BRL 4 9653; BRL 
49653c; SB 210232; AVANDIA 
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US 1999-159585P 19991018 (60) 
US 1999-167246P 19991124 (60) 
Utility 
APPLICATION 

HUMAN GENOME SCIENCES INC, 9410 KE¥ WEST AVENUE, 
ROCKVILLE, MD, 20850 
22 
1 

14139 

- component that may be treated, prevented, and/or diagnosed with 
the compositions of the invention include, but are not limited to, 
type II collagen- induced arthritis, antiphospholipid 

syndrome, dermatitis, allergic encephalomyelitis, myocarditis, relapsing 
polychondritis, rheumatic heart disease, Neuritis, Uveitis Ophthalmia, 
Polyendocrinopathies, Reiter's Disease, Stiff -Man Syndrome, Autoimmune 
Pulmonary Inflammation, Autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitis, and autoimmune inflammatory eye. 

. polypeptides corresponding to this gene and/or agonists and/or 
antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

neutralizing or antagonistic antibodies) may be used to 
diagnose, prognose, treat, prevent, or ameliorate conditions associated 
with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic- 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . renal 
failure, nephropathy other diseases and disorders as described in the 
"Renal Disorders" section), nerve damage, neuropathy, vision impairment 
(e.g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases" . 
Papillary Adenocarcinoma 

Ovarian cancer, Serous Papillary Adenocarcinoma 

Ovarian Cancer 

Ovarian Cancer, #?702G001 * 

Prostate Adenocarcinoma 

Human Adult Skeletal Muscle 

Adipose tissue (diabetic type I, obese) #41706 
Adipose tissue (diabetic type II) 



L1290 
S0001 
S0002 
S0003 
S0007 
SOOIO 
S0026 
DETD 



#41661 

Chromosome 22 exon 
Brain frontal cortex 

Monocyte activated ^ disease 

Human Osteoclastoma 
Early Stage Human Brain 
Human Amygdala 

S ^glyLride^ (glipizide), and DIAMICRON.TM. 

*/ i '«ia7i H^t nLUCO PHAGE . TM . (metformin), PRECOSE.TM. (acarbose) , 

i&;i a ™ de, ,^~; - ^""Tiit«:~ lidinedio " es 

such as rosiglitazone, AVANDIA.TM. (roBiglitazone 

s—atins 

such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 
PROGLYCEM.TM. . • • 
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DOCUMENT TYPE: ^^^^mu 

SLTe—ative, S"e»o«e sciences inc. s«o key west avenue. 

ROCKVILLE, MD, 20850 

NUMBER OF CLAIMS: 23 

EXEMPLARY- CLAIM: 1 § 

NUMBER OF DRAWINGS : 10 Drawing Page(s) 

•SS3S ^iSb^^S^KSS - 

polypeptides, agonists and/or agonists of 
the invention include, but are not limited to 
, solid tumors, blood born tumors 
such as leukemias, tumor metastasis 

Japosi-s sarcoma, benign tumors, for example hemangiomas, 
acoustic neuromas, neurofibromas, trachomas, and pyogenic 
granulomas, rheumatoid arthritis, psoriasis, ocular angiogenic 
diseases for example, diabetic retinopathy, 
' retinopathy of prematurity, macular degeneration, corneal graft 

Section neovascular glaucoma, retrolental fibroplasia, rubeosis, 
rejection, neovasc « delayed wound healing, endometriosis, 
vaSuogenSs', granulation;, hypertrophic scars (keloids) , nonunion 
fractures scleroderma, trachoma, vascular adhesions, myocardial 
^genesis? coronary' collaterals, cerebral collaterals, artenoyenous 

^eobrsyndrom^ 

ZiSs, a£S?broma Sbromuscular dysplasia, wound granulation, Crohn s 
disease atherosclerosis, birth control agent by preventing 
vascu?arization required for embryo implantation controlling 

menSt ^n e9 ?s'af rp"noSgL h consequence such as cat scratch disease 
(RocSrmina^L^uKrosS^ulcers^Helicobacter pylori, . Bartonellosis 

DFTD an( ^ k aC ^^g^j 3 ^^g^'"QLUCOTROIj . TM . (glipizide) , and DIAMICRON.TM. 
ioiirlazide) GLUCOPHAGE.TM. (metformin) , PRECOSE.TM. (acarbose) . 
^ TM (glimep?rSe) . and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

Spna-gluiosiaase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTAT . TM . (octreotide); and diazoxides such as 
PROGLYCEM TM 

DETD [2657] The diabetic animals have many of the characteristic 

features observed in Type II diabetes . , 

JSlitu.. Homozygous (db + /db + ) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates. Mutant diabetic 

(^db^ mice^ave a single autosomal recessive mutation on chromosome 

4 (db + ) (Coleman et al . Proc. Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia ^nd polyuria. Mutant 

diabetic mice (db+/db+) have elevated blood glucose, increased 

or^orma "nsulS levels, and suppressed cell -mediated immunity (Mandel 

et al., J. Immunol.. . . glomerular filtration abnormalities have 

been described in these animals (Norido. P. et al Exp Neurol. 

ft-* (?\ -221-232 (1984); Robertson et al., Diabetes 29(1) :60-f>/ 

(198u)"; Giacomem et al., Lab Invest. 40 (4) :460-473 (1979); Coleman, D 

L Diabetes 31 (Suppl) :l-6 (1982) ). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes 

(Mandel et al., J. Immunol. 120:1375-1377 (1978)). 
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SUMM 
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No. US 6331633 
Utility 
APPLICATION 
PILLSBURY WINTHROP, 
22102 
40 
1 

26 Drawing Page(s) 
2827 

which are effective in lowering blood glucose level, serum 
insulin, triglyceride and free fatty acid levels in animal models of 
Tvoe II diabetes. The compounds are • . 

disclosed as useful for a variety of treatments including the treatment 
of inflammation, inflammatory and immunological diseases . . 

effects. For example, the compounds are useful in lowering 
blood glucose, serum insulin and triglyceride levels in animal models of 
type II diabetes. 

r0004] The causes of type I and type II 

diabetes are yet unknown, although both genetics and envxronment 
seem to be major factors. Insulin dependent type I and non-insulin 
Hpn^nrfpnt tvoe II are the types which are known. 

gle t is ^"immune disuse in which the responsible autoantigen is 

2m unknown. Patients of type I need to take insulin parencerally or 

subcutaneous ly to survive. However, type II 

diabetes, the more common form, is a metabolic disorder 

resuming from the body's inability to make a sufficient amount of 

toonfThe'thiazolidinedione class listed in the above table has gained 
more widespread use in recent years for treatment of type 
tt diabetes exhibiting particular usefulness as 

"sutS sensitizers to^ombat "insulin resistance-, a condition in which 
the patient becomes less responsive to. t-udr- 
obtained from Jackson Laboratories (Bar Harbor, Me.) when their 
age 'was 5 weeks. Seven-week-old animals were dosed with Compound 11, 

(Sigma, St. Louis, Mo.) in water) orally once daily by. . . 
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the _33=a SttS^«* " lth 

type l/collagen-induced -thritis ^^gf s ^ carditis , relapsing 
syndrome, dermatitis, a * ler 9 ic *"T®P"*: Luritis Uveitis Ophthalmia, 
polychondritis , f!^?'^^™ ' 8 5S t -Man Syndrome . Autoimmune 

and/or ameliorate type II «i«b«t«> . 

diagnose, prognose, treat, P rcvcui " 

hyperosmolar coma, »"<£•■■ mantal =°»tus ; oletoslSi 

impaired wound healing, lnteccions^y^, n . p _ ges „ 
~"(*LS=ro™ ^"UupiS? ^ OI^CROH.TM. 
ioUdaJ! K*™-"- ™„;^I^.-^oiSinS-lko S , 

^..5. MToS.TM. (Pi??"""^';^ "S^ucUon.. somatostatins 

PROGLYCEM.TM. ... 
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Retinoid receptor interacting polynucleotides, 

Sff^SST-^aSSSTlD. «■«- STATES 
Sten Steven M., Olney, MD, UNITED STATES 
Human Genome Sciences, Inc., Rockville, MD, UNITED 
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KIND 



DATE 



US 2003176686 Al 20030918 

nc 9nn?-193159 Al 20020712 (10) 
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US 1999-148757P 19990816 (60) 
US 2000-189026P 20000314 (60) 
Utility 

5S C GeSe SCIENCES INC, 9410 KEY WEST AVENUE, 
ROCKVTLLE, MD, 20850 
22 
1 

^.n^Jhifc mav be treated, prevented, and/or diagnosed with 

^ » "iSSiSrSlSSS HKSS ^cartiti., r.lap 8 i„ 9 
syndrome, dermatitis, aiiergit c f wmiritis Uveitis Ophthalmia, 
pSyctondritls. rheu-itxc heart disease . . Wjltl. _ . ^ 

j 1 T;; ,*4 n >^t-« a mellitis, and autoimmune inflammatory eye. 
dependent dx^ete melUtX e onding ^ ^ gene and/or agonists and/or 

antagonist thereof may be used to diagnose, prognose, treat, preyen-, 
and/or ameliorate type II diabetes ...... 

me Uitus ^^S^tS^"^^.) -y ^ used to 
diagnose, P rognos" ?reat, prevent, or ameliorate conditions assorted 

SuiiSTiJcSS: St £?SSted to, diabetic 
EetoaSdosis? diaSeUc coma, nonketotic hyperglycemic- 
Smolar' coma seizures, mental J^;,*™^. 
cardiovascular disease (e.g., neart a^coo , ftl ^„ renal 

i. n diabetic retinooathy and blindness), ulcers and 
&!i^f£2TlSiSs- inactions (e.g., l^ctious diseases and 

"« i„i ill rtucOPHAGE TM . (metformin), PRECOSE.TM. (acarbose) , 

A^M^ou" <TZDS) 
such as rosiglitazone, AVANDIA.TM (rosiglitazone^ 

-.n—i—i &PTOS TM (Diogliatazone , and troglitazone; . 
KK LJ^™'i»Sbitor.; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide) ; and diazoxides such as 
PROGLYCEM . TM . .... 
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NUMBER 
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US 2003175938 Al 20030918 

US 2002-319519 Al 20021216 (10) 
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ConJinuationlin-part of Ser. No. US .2000-597842 f iled 
on 20 Jun 2000, ABANDONED Continuation-in-part ot ser. 
To So ; O 00-Usi2207, filed on 5 May 2000, PENDING 
Continuation-in-part of Ser. No. US 2000-597843 f iled 
on 20 Jun 2000, ABANDONED Continuation- m-part ot ser. 



No US 2002-67761, filed on 8 Feb 2002, PENDING 
Continuation of Ser. No. US 2001-804156, filed on 13 
Mar 2001, ABANDONED 



NUMBER 



DATE 



PRIORITY INFORMATION: 



US 1999-133239P 
US 1999-135163P 
US 1999-147005P 
US 1999-152935P 
US 1999-162979P 
US 1999-133239P 
US 1999-135163P 
US 1999-147005P 
US 1999-152935P 
US 1999-162979P 
US 1999-147005P 
US 1999-152935P 
US 1999-162979P 
US 2000-189025P 
US 2000-189025P 



19990507 
19990520 
19990803 
19990909 
19991101 
19990507 
19990520 
19990803 
19990909 
19991101 
19990803 
19990909 
19991101 (60) 
20000314 (60) 
20000314 (60) 



(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
(60) 
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(60) 
(60) 
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EXEMPLARY CLAIM: 
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DETD 



Utility 
APPLICATION 

HUMAN GENOME SCIENCES INC, 9410 KEY WEST AVENUE , 
ROCKVIIibE, MD, 20850 
22 
1 

D olvpeptides 6 corresponding to this gene and/or agonists and/or 
antagonist Sereoi may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
m*nitus (insulin resistant diabetes mellitus) . 

neutralizing or antagonistic antibodies) may be used to • 
diagnose, Prognos" 'treat, prevent, or ameliorate conditions associated 
with (type I or type II) ^diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 

££«riiS££S Action), nerve damage neuropathy vision impairment 
lf fl diabetic retinopathy and blindness), ulcers and 

mpaired wouna healing P infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". . ■ 

(qlvburide), GLUCOTROL . TM . (glipizide), and DIAMICRON . TM . 

(gliclazidl)! GLUCOPHAGE.TM. (metformin), PRECOSE TM. ^carbose) 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVAUDIA.TM. (rosiglitazone 

such as ^ANDO STAT IN . TM . (octreotide); and diazoxides such as 
PROGLYCEM . TM . . . . 
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NUMBER 
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NUMBER DATE 
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US 2000-186658P 
US 2000-189881P 
Utility 

S°SoME SCIENCES INC, 9410 KEY WEST AVENUE, 
ROCKVILLE , MD, 20850 
22 
1 

Polyendocnnopathies, Miter s . syndrome, insulin 

Pulmonary Jnf lammat ^^.^"^^^"Lf lavatory eye . 

and/or ameliorate type II diabetes . , 

mellitus (insulin resistant diabetes mellxtus). 

. . . neutralizing or -"J^J^-J^S cciutJow --oc^ 
diagnose, prognose, treat. Prevent. 

SgiiSTiLSdSS: " nof uSted to, diabetic . 
reJoaSdis^abeUc ^ ^S^SSTSS^. 

^^^s^^.^~' — renal 
microvascular disease £ borders as described in the 

I^kS^'^). ™^^^«^^ vl •^ imPaiment 

Renai ^ s ^°" retinopathy and blindness), ulcers and 
disorder, .s a..=r^n^ infect^ ^ 

PROGLYCEM.TM. . 

US PAT FULL on STN 
2003:251072 USPATFULL 
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?errie' AnnV Painted Post, NY, UNITED STATES 
lllnX Roxanne, Bethesda, MD U^^ED STATE S 
u,, Tina-Shan Mountain View, CA, UNITED biAi*& 
F^rence.^mberly A. , ^ille ^f™^™** 

Ebner Reinhard, Gaithersburg, MD, UNITED STATES 
Brewer Laurie A.. St. Paul. MN, UNITED STATES 
SI 'i A.. Germantown, MD, UNITED STATES 
Sni Yanggu. Gaithersburg. MD, UNITED STATES 
LaFieur? David W., Washington, DC, UNITED STATES 
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US 2001-882171 Al 20010618 (9) 

Continuation of Ser. No. US 2001-809391, filed on 16 

Mar 2001, PENDING Continuation of Ser. No. US 

1998-149476, filed on 8 Sep 1998, GRANTED, Pat. No. US 

6420526 Continuation-in-part of Ser. No. WO 

1998-US4493, filed on 6 Mar 1998, PENDING 



NUMBER 



DATE 



US 2000 
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US 1997 
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1997-51926P 
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Utility 
APPLICATION 

HUMAN GENOME SCIENCES INC, 
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2 Drawing Page(s) 

~ 263 ?* ^ t-r^ted prevented, and/or diagnosed with 

. . . component that may be "eated^ preven , ^ ^ 

the compositions of ^ .^J^tS.^^^i^ollpld 
type II collagen-indu «d arthr ^^; ^^ ye lit is, myocarditis relapsing 
syndrome, dermatitis, a l le *9** neU ritis, uveitis ophthalmia, 

polychondritis, rheumati^ autoimmune 
polyendocnnopathies, *eiter s u ^ lia i n . Barre syndrome, insulin 

sssss is=rsuS!ni."Sis— » 

disorders. ew ,. nfl to tn i R qe ne and/or agonists and/or 

and/or ameliorate type II dl ** e * e * ^iiitus) 

^K^t^c^U^e., *.y be ^ to 
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SUMM 



diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but. not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . renal 
failure, nephropathy other diseases and disorders as described in the 
-Renal Disorders" section) , nerve damage, neuropathy, vision impairment 
(e q diabetic retinopathy and blindness) , ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". . - 
DETD (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 

(qliclazide). GLUCOPHAGE.TM. (metformin), PRECOSE.TM. (acarbose), 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidmediones (TZDs) 
such as rosiglitazone, AVANDIA.TM.. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM . TM . . . • „ , ^ _•..,•„ 

DETD [2309] The diabetic animals have many of the characteristic 

features observed in Type II diabetes ; f , , 

mellitus. Homozygous (db+/db+) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates. Mutant diabetic 

(db+/db + ) mice have a single autosomal recessive mutation on chromosome 

4 (db+) (Coleman et al. Proc, Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice (db + /db+) have elevated blood glucose, increased 

or normal insulin levels, and suppressed cell T mediated immunity (Mandel 

et al J Immunol.. . . glomerular filtration abnormalities have 

been described in these animals (Norido, F. et al., Exp, Neurol. 

83 (2) :221-232 (1984); Robertson et al.. Diabetes 29(l):60-67 

(1980); Giacomelli et al., Lab Invest. 40 (4) =460-473 (1979); Coleman, D. 

L , Diabetes 31 (Suppl) :l-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes 

(Mandel et al . , J Immunol. 120:1375-1377 (1978)). 

=> d 112 11-20 ibib, kwic 
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EXEMPLARY CLAIM: 1 
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SUMM 



SUMM 



cas~g - available -this patent^ ^ ^ with 

SU ^ the 'compositions of the invention include but are not limited to, 

tvt>e II collagen-induced arthritis, antiphospholipid „i-«. lna 
sy?arome, dermatitis, allergic encephalomyelitis, myocarditis, "lapsing 
SSychondritis, rheumatic heart disease, neuritis uveitis ophthalmia 
oolvendocrinopathies, Reiter's Disease, Stiff-Man Syndrome, autoimmune 
S monS iniLmmation. autism, Guillain-Barre Syndrom^ insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorders g corre8pondin g to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

neutralizing or antagonistic antibodies) may be used to 
diagnose, prognose, freat, prevent, or ameliorate conditions associated 
with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic- 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g.. heart disease, ^herosclerosis, 
microvascular disease, hypertension, stroke, and other. . • rena £ 
Sre nepnropatny othel: diseases and disorders as described m.the 
»Senar D isorders" section) , nerve damage, neuropathy vision impairment 
(e o . diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "infectious Diseases . . . 

(qlyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 
raiielazide) GLUCOPHAGE.TM. (metformin), PRECOSB.TM. (acarbose) , 
SS5i!S (ilSSJSSe) . and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

atpfaa-g^xcosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN.TM. (octreotide) ; and diazoxides such as 
PROGLYCEM . TM . . . • 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



DETD 



DETD 



DETD 



DETD 



DETD 



thrombocytopenia, idiopathic thrombocytopenia purpura PJjpur* 
ie q 'Henloch-Scoenlein purpura), autoimmunocytopenxa , Goodpasture's 
iy^TiSphigu. vulgaris, myasthenia j^J^ 
^vnprfhvroidism) and insulin-resistant diabetes mellitus. 

disorders that are likely to have an autoimmune component 
tn£ may" be tll£tl. prevented, and/or diagnosed with the compositions 
of the invention include, but are not limited to, type 
Ii collagen-induced arthritis, antiphospholipidayndrome 
dermatitis allergic encephalomyelitis, myocarditis, relapsing 
nolvcnondritis rLumatic heart disease, neuritis, uveitis ophthalmia, 
££5££wtS.; Reiter , s Disea se, Stiff -Man ^drome autoimmune 
oulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorderS c ^ ^ ^ p ted# a nd/or diagnosed with 

the compositions of the invention include but are not limited, to, 

tvoe II collagen- induced arthritis, antiphospholipid _ . „ 

syndrome? dermatitis, allergic encephalomyelitis, "^carditis, JjJjJ " D9 

n^Vvchondritis rheumatic heart disease, neuritis, uveitis ophthalmia, 

SljSSSiSitES!. Reiter'. Disease, Stiff -Man Syndrome, autoimmune- 

KlmonlS inflammation, autism, Guillain-Barre Syndrom^ insulin 

dependent diabetes mellitus, and autoimmune inflammatory eye- 

disorders_ es corresponding to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 

and/or ameliorate type II diabetes 

mellitus (insulin resistant diabetes mellitus . 

mellitus ^ traUzin or antagonistic antibodies) may be used to 

diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
-nicrovascular disease, hypertension, stroke, and other. . . renal 
failure nephropathy other diseases and disorders as described in the 
»Renar D isorder?« section), nerve damage, neuropathy, vision impairment 
(e g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious .Diseases' . . • . 

(qlvburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.tm. 
(aliclazide) GLUCOPHAGE . TM . (metformin), PRECOSE.TM. (acarbose), 
Si ™ (glimepiride) . and ciglitazone; thiazolidinediones (TZDs) 



, AVANDIA.TM. (rosiglitazone 

^;! 1 s«?ir™ bi rc S t ;e b o?Ide); and diazoxides such as 

DETD ° f ^ C ™ i8tiC 

features observed m f*^ are obese in comparison to their 

mellitus. Homozygous (db+/db + ) mice are od diabetic 

normal heterozygous «W+m) recessive mutation on chromosome 

(dW db + ) mice have a single a £c|omal rece USA 77:283-293 (1982)). 
4 <db + ) (Coleman et al. Proc^ Natl. Acaa Mutant 
Animals show PO^^gia . polydipsi a a na po ^ 8e incre ased 
diabetic mice (db + /db + ha ^ d e ^^ e ^^°°ell-mediaUd immunity (Mandel 
or normal insulin levels, and suppress ed «ii abnormalit ies have 
et al.. J- Immunol.. • glomerular til era Neurol, 
been described in these animals Jibl^-I " (1^60-67 

B3(2):221 T 232 (1984); Robertson et al »Jjbete B Q !<• < 

{19 80); Giacomelli et Lab . ^ Invest 40 14, 

S£S mU S dIveU P hyphemia that is resistant to insulin 
Knoll^S-1377 (1978)). 
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° EID Mt a 9 »ir^W?u«^.Tc9n»se. treat, prevedc. 

hyperosmolar coma, seizures, mental contusi «herosclerosis, 
cardiovascular disease <«-9 ; and other. . . described 

microvascular disease. S««""" 0 ^ c S t ^ n ^'dyslipidemia. kidney disease 
in the S'^phropath" nerve damage, neuropathy, vision 

;mpIirmv»r(e £ "! U d e tJ.?irreti„opathy and blindness, , ulcers 



DETD 



DETD 



DETD 



and i»paired wound healing, infections (e.g.. infectious diseases and 

such as rosiglitazone, AVANDIA . TM . (rosiglitazone 

l ! i utos tm (oioqliatazone), and troglitazone; 
atSa-giuco^'inhibiiirs; bovine or porcine glucagon; somatostatins 
sucn «2 SSdoSTATW.TM. (octreotide); and diazoxides such as 

SrSe™iabetic* animals have many of the characteristic 

SSS/SSEoJ: X/dO^^ce^re obese in comparison to their 

' Animals show polyphagia, polydipsia and polyuria. Mutant 
SaSetic mice WWdb+) have elevated blood glucose, increased 
diabetic mice voo / # suppr essed cell-mediated immunity (Mandel 

S STS ZnS. leVel '. "tulat filtration — lities have been 
described in these animal. Worido, P. et ,1.. B*. Neurol, 
o-i m •-?:>-. -232 (1984); Robertson et al., Diabetes 29U) .60 b/ 

1980)' ; GiacomeUi it al.. Lab Invest. 40 (4) :460-473 (1979); Coleman, D, 
L Diabetes 31 (Suppl):l-6 (1982)). These homozygous 
diabetS See develop hyperglycemia that is resistant to insulin 
analogous to human type II diabetes . . , 

Handel et al, J. Immunol. 120:1375-1377 (1978)). 
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ca^™ IS ™e ™ -- at ^rjsrc - with 

Use compositions of the invention include, but are not limited to, 
tvee II collagen- induced arthritis, antiphospholipid n i mnm * na 
sy^arome, dermatitis, allergic encephalomyelitis, myocarditis relapsing 
oolvchondritis, rheumatic heart disease, Neuritis, Uveitis Ophthalmia, 
^olyendocrJnopkhies. Reiter-s Disease, Stiff -Man Syndrome Autoimmune 
Pulmonary Inflammation, Autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitis, and autoimmune inflammatory eye. 
SUMM polypeptides corresponding to this gene and/or agonists and/or 

antagonist Se?eof may be used to diagnose, prognose, treat, prevent, 



SUMM 



DETD 



and/or ameliorate type II fg^L. me llitus) . 

mellitus (insulin 5 esl ^ a ^ t aaSnistic antibodies) may be used to 
. . neutralizing or antagonistic orate conditi0 ns associated 

diagnose, prognose, treat , ^vent, 
with (type I or type II) ^ff^ ted to> diabetic 
mellitus. ^ cl «^|^^ om °' nonketotic hyperglycemic- 
ketoacidosis, diabe *" ™' menta i confusion, drowsiness, 
hyperosmolar coma, seizures, menta atherosclerosis, 
cardiovascular disease (e.g.. heart a «e»8 . other . . . renal 
microvascular disease. t ^^ on ' ^^aers as described in the 
failure, nephropathy other d ^f* am ™ neuropathy, vision impairment 
"Renal Disorders" section), ne ^* , ulcer s and 

(e.g., diabetic retinopathy and blin ^ ss, [_"^tious diseases and 
Impaired wound healing • ^-S.^ ' ' ' ™ 

disorders as described in the Inte , and DIAM ICR0N . TM . 

(glybunde) , GLUCOTRUIj . in . vy P _„ ( aca rbose) , 

•(gliclazidi)! GLUCOPHAGE . cigl itazone ; thiazol idinediones (TZDs) 
aAaryl.tm. f^^ide^^ 

such as rosiglitazone A ^^ o ™ - xr d ? rog litazone; 

m aleate) iJ£iSti«"^i«^ porcine alucagon; somatostatins 

alpha-glucosidase in ^ bl ^°"' . an d diazoxides such as 

such as SANDOSTATIN.TM. (octreotide), ana ax 

PROGLYCEM.TM. . • - 



L12 ANSWER 15 OF 115 
ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN . INFO. 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF. CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT 



USPATFULL on STN 

r^ 3 l 1S "=^o~ cleoti.es, poiyp-ptidos, and 



NUMBER 



KIND 



DATE 



US 2003162175 .Al 20030.326 

US 2001-891464 Al 20010627 

Continuation-in-part of Ser. No. 
on 21 Dec 2000, UNKNOWN 



WO 2000-US34770, tiled 



NUMBER 



DATE 



UsTl999-171506P 19991222 (60) 
Utility 

APPLICATION WEST AVENUE, 

HUMAN GENOME SCIENCES INC, 9410 KEY WEST AV^u , 

ROCKVILLE, MD, 20850 

22 



LINE COUNT* 12365 

ssl ~ 0 15 ?~vifi e SsarsiJi sjrjarsr^ 

nolyendocnnopathies, Reiter s u"m , Synd rome, insulin 

disorders. -wig aene and/or agonists and/or 

^.sr^-^s^aswss:.'^. ~ 

ii^E^t^W" — ««" conditions associated 

ketoacidosis, diabetic coma, ^^ onfu ^n drowsiness, 
hyperosmolar coma seizures, mental confu.1 ; therosclerosis , 
cardiovascular disease {e.g., " cai 



SUMM 
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^ena?Di.orderi- section), nerve damage, neuropathy vision x«paim,ent 
I. a diabetic retinopathy and blindness), ulcers and 
paired Sund healing* infections (e.g.. infectious dmeasea and 

£uch as rosiglitazone. AVANDIA.TM. (rosiglitazone 

such as sIndoSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM.TM. . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. nTAMTCRON TM 

DETD (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 

'(gliclazide)^ GLUCOPHAGE . TM . (metformin), PR ECOSE TM. (acarbose) 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone. AVANDIA . TM . (rosiglitazone 
maleate) ACTOS . TM . (piogliatazone) , and trogxitazone; 

atpna-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide) ; and diazoxides such as 

DETD logeofThe' diabetic animals have many of the characteristic 

features observed in Type II diabetes . their 

mellitus. Homozygous (db + /db + ) mice are obese in comparison to their 

normal heterozvqous (db+/+m) littermates. Mutant diabetic 

(SwibS mlce^ave a single autosomal recessive mutat on - chromosome 

4 (db+) (Coleman et al . Proc. Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice (db+/db + ) have elevated blood glucose, increased 

or^ormal^insuiln 'levels, and suppressed cell-mediated immunity (Mandel 

et al J Immunol.. . . glomerular filtration abnormalities have 

oeen'descrioed in these animals (Norido, J-ta! Exp Neurol. 

83 (2) -221-232 (1984); Robertson et al., Diabetes 29(1 .60 67 

(1980); Giacomelli et Lab Invest. 40 (4) :460-473 (1979); Coleman, D. L. , 

Diabetes 31 (Suppl) :l-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes ,,„_„,» 

(Mandel et al., J. Immunol. 120:1375-1377 (1978)). 
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C«X IN 0 IS ™K J« ™ =ted< wit , 

^he compositions of the invention include, but are not limited to, 
tvpe II collagen-induced arthritis, antiphospholipid ^ mn% * na 
syndrome? dermatitis, allergic encephalomyelitis, ^ocarditis reUP"^ 
^i^honririt-is rheumatic heart disease, neuritis, uveitis ophthalmia, 
11 Sndocr ££t3SrSit.r.. Disease^ Stiff-Man Syndrome .autoimmune 
pulmonary inflammation, autism Guil lam -Bar re Synarome^ insulin „ 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorders^ eg corres ponding to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 

mellitus (insulin resistant diabetes mellitus) . . . . 
mellitus ^ or antagoni8t ic antibodies) may be used to 

diagnose, prognose, treat, prevent, or ameliorate conditions associated 
with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . ^ai 
failure nephropathy other diseases and disorders as described in the 
"RenarDisoSers- section), nerve damage, neuropathy vision impairment 
(e g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the -Infectious Diseases' . . 

(qlyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON . TM . 
(gliclazide), GLUCOPHAGE . TM . (metformin), PRECOSE.TM. (acarbose), 
AMARYLTM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone. AVANDIA.TM. (rosiglitazone 
maleata) ACTOS.TM. (piogliatazone) , and troglitazone; 

^pha-glucos?L™ inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 
PROGLYCEM . TM . . 
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S^lSSSSSn!^:. Guillaln - Barr %Sa°torv ^ 
dependent diabetes mellitus, and autoimmune inflammatory eye 

disorders corresponding to this gene ^"^■£ e ^° r 

antagonist thereof may be used to diagnose, prognose, treat, prevent, 
and/ or ameliorate type II diabetes ..... 

iirtU.- «-jJ Jj'S-SSS.-SSa-, ».y be. used to . 
diagnose, "S" U. prevent, or ameliorate conditions ss.oci.tod 
with (type I or type II) diabetes 

i. = diab.tic retinopathy and blindness), ulcers and 
feliref -"d be.U»g P inaction, (e.g.. infectious diseases and 

S as rosillitazone, AVANDIA.TM. (rosiglitazone 
a^glucS^ 

such as SaSdoSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM.TM. . • • 
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31545, 

«™ IS tSat^ay belated, prevented, and/or diagnosed with 

DETD the'compo Sons" Mention include but are not lifted to, 

^ " C «£s^ ***** 
polyendocrinopathies Rexter s ^se Stiff £ Synd ^ me , insulin 
SSS i^ t SiiS^«toi« M inflatory eye 
disorders^ corre s P onding to this gene and/or agonists and/or 

antagonist £ne?eof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 

.ellitus ^^SS^fiSL, may be used to 

diagnose, n prognos" n ?reat, prevent and/or ameliorate conditions 

associated with (type I or type »> .^fg- ., e 
nBllih ,, includinq, but not limited to, diabetic 
SSStosii? SSSUo coma, nonketotic hyperglycemic- 
wprn^alar comT seizures, mental confusion, drowsiness, 
^Sova1cuLr°dt;ease (e.g*., heart disease, atherosclerosis. 

ti n diLetic retinopathy and blindness), ulcers and 
mpaired wounding* infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases" . . 

(qlvburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 
"(qliclazide) y GLUCO PHAGE . TM . (metformin). PRECOSE TM. ( a «rbose). 
AMARYL TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
sucn as iu a (oioqliatazone) , and troglitazone; 

atpna-g uSase " inn^Stors ; bovine or porcine glucagon; somatostatins 
such as saSdOSTATIN.TM. (octreotide); and diazoxides such as 

DETD U^Tne^iabetic' animals have many of the characteristic 

°Sygous X/db + f TcTlre obese in comparison to their 

Animals show polyphagia, polydipsia and polyuria. Mutant 
Animais snow v^-^rv » : ^ «,i ev ated blood glucose, increased 
diabe ^ a rinsuS +/ le^els and suppressed cell-media^d immunity (Mandel 
or normal in ^"\ level9 ' g lom erular filtration abnormalities have 

oee^d^criSTn'these animals ^-l^^™*' 
at f9) .991-9^2 fi°84); Robertson et al., Diabetes 2911) .60 b/ 
1980>f Giacomeiu et al., Lab Invest 40(4) =460-473 (1979); Coleman, D. 
r Diabetes 11 (Suppl) -.1-6 (1982)). These homozygous 
diabetic We develo? hyperglycemia that is resistant to insulin 
analogous to human type 11 diabetes (Mandel et al., J. 



DETD 



Immunol. 120:1375-1377 (1978)) 
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NUMBER 



KIND 
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US 2003119076 Al 20030626 

US 2002-141953 Al 20020510 (10) 

Continuation of Ser. No. US 2001-790622 filed on 23 

Feb 2001, PENDING Continuation-in-part of Ser. No. wo 

2000-US23792, filed on 30 Aug 2000, PENDING 



NUMBER 



DATE 



PRIORITY INFORMATION: 

DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS : 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS : 
LINE COUNT: 



19990903 (60) 
20000428 (60) 



9410 KEY WEST AVENUE, 



US 1999-152317P 
US 2000-200346P 
Utility 
APPLICATION 

HUMAN GENOME SCIENCES INC, 
ROCKVILLE, MD, 20850 
22 
1 

15 Drawing Page(s) 
12418 

ZmwSSZ. U A™B FOR THIS «-£ anJ/ ^ ^ed „ ith 

the'composSons of the invention include bu^ate not limited to. 

j 1 ,i' Kafao mpiiitis, and autoimmune inflammatory eye. 

dependent d^etesmellxtxs 0nding ^ ^ ^ and/or agonises and/or 

antagonist thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes ...... 

mpllitus (insulin resistant diabetes mellitusj . 

neutralizing or antagonistic antibodies) may be used to 
diagnose. Panose, treat, prevent, or ameliorate conditxons associated 
with (type I or -type II) diabetes 
mellitus. including, but not lxmxted to diabetxe 
ketoacidosis, diabetic coma, nonketotxc hyperglycemxc- 
ay^erosmolar coma, seizures, mental confusion ^sxness 
cardiovascular disease (e.g.. heart dxsease, ^"°^ erOS1S ' renal 

Sure^n^^ 

"RenarDisorders- section), nerve damage, neuropathy vxsxon xmpaxrment 
(e q diabetic retinopathy and blindness), ulcers and 
impaired wSund healing, infections (e.g., infectxous dxseases and 
disorders as described in the -infectious Dxseases" . _ 

(qlvburide), GLUCOTROL . TM . (glxpizxde) , and DIAMICRON.TM. 
'(cliclazide) GLUCOpkGE.TM. (metformin), PRECOSE.TM (acarbose) 
i^vi ™ (glimepiride). and ciglitazone; thiazolidinedxones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
_.,.-,.-) ACTOS TM. (piogliatazone) , and troglxtazone; 

SpS-g uSa™ inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 
PROGLYCEM . TM . . . 



DETD 



DETD 



DETD 



=> d 112 21-30 ibib, kwic 
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20339 

AVAILABLE FOR THIS PATENT, 
autosomal recessive, childhood-onset 
Retinitis pigmentosa-20 
188540 Hypothyroidism, nongoitrous 

191540 [Urate oxidase deficiency] 

201450 Acyl-CoA dehydrogenase, medium chain, deficiency of 

248610 Maple syrup urine disease, type II 

256540 Galactosialidosis 
274270 Thymine -uraciluria 

Fluorouracil toxicity, sensitivity to 
500234 HMG-CoA synthease-2 deficiency 

600281 MODY, type 1, 125850 

Non- insulin-dependent diabetes mellitus, 125853 
600309 Atrioventricular canal defect- 1 

501414 Retinitis oigmentosa-18 

601676 Acute insulin response 

501691 Cone-rod dystrophy 3 

Fundus f lavimaculatus with macular dystrophy, 248200 

Retinitis. . 

Summ . . . component that may be treated, prevented, and/or diagnosed with 
the compositions of the invention include, but are not limited to, 
type II collagen- induced arthritis, antiphospholipid 

syndrome, dermatitis, allergic encephalomyelitis, myocarditis, relapsing 
polychondritis, rheumatic heart disease, neuritis, uveitis ophthalmia, 
polyendocrinopathies, Reiter's Disease, Stiff -Man Syndrome, autoimmune; 
pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorders. 

SUMM . . . and/or polypeptides corresponding to this gene and/or agonists 
and/or antagonists thereof maybe used to diagnose, prognose, treat, 
prevent, and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 



SUMM 



DETD 



DETD 



neutralizing or antagonistic antibodies) may be used to 
diagnose, prognose , treat , prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion drowsiness 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other . . renal 
failure, nephropathy other diseases and disorders as described m the 
-Snil DisoiderS- section), nerve damage, neuropathy, vision impairment 
(e q diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". - . 
disorders as GLUCOTROL . TM . (glipizide), and DIAMICRON . TM . 

(aliclazide), GLUCOPHAGE .TM. (metformin) , PRECOSE.TM. (acarbose), 
AMARYL TM . (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 

maleate) ACTOS.TM. (piogliatazone) , and troglitazone; ^ , 

Spha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 

*i2isl^^ have man y of the characteristic 

features observed in Type II diabetes . _ . 

mellitus. Homozygous (db + /db + ) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates. Mutant diabetic 

X/^irmice Y have a single autosomal recessive mutation on chromosome 

4 (db + ) (Coleman et al. Proc. Natl. Acad. Sci . USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice <db + /db+) have elevated blood glucose, increased 

S^rmal insulin levels, and suppressed cell-mediated immunity (Handel 

et al., J. Immunol.. . . glomerular filtration abnormalities have 

been described in these animals (Nor ido , F . et al ^Neurol . 

83 (2) -221-232 (1984); Robertson et al., Diabetes 29(1). 60-67 

(1900)'; Giacomelli et al., Lab Invest. 40 (4) :460-473 (1979); Coleman, D. 

L Diabetes 31 (Suppl):l-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes ,„«„ oV \ 

(Mandel et al., J- Immunol. 120:1375-1377 (1978)). 
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LINE COUNT: 18955 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

DETD polypeptides corresponding to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

DETD neutralizing or antagonistic antibodies) may be used to 

diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . described 
in the "Cardiovascular Disorders" section) , dyslipidemia, kidney disease 
(e.g., renal failure and nephropathy) nerve damage, neuropathy, vision 
impairment (e.g., diabetic retinopathy and blindness), ulcers 
and impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". 

DETD (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON . TM . 

(gliclazide), GLUCOPHAGE . TM . (metformin), PRECOSE.TM. (acarbose) , 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM . TM . (diazoxide) . . . 
DETD [1355] The diabetic animals have many of the characteristic 
features observed in Type II diabetes 

mellitus. Homozygous (db+/db+) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates. Mutant diabetic 

(db+/db+) mice have a single autosomal recessive mutation on chromosome 

4 (db+) (Coleman et al. Proc. Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice (db+/db+) have elevated blood, glucose, increased 

or normal insulin levels, and suppressed cell -mediated immunity (Mandel 

et al., J. Immunol.. . . glomerular filtration abnormalities have 

been described in these animals (Norido, F. et al., Exp. Neurol. 

83 (2) :221-232 (1984); Robertson et al . , Diabetes 29(1):60-S7 

(1980); Giacomelli et al., Lab Invest. 40 (4) : 460-473 (1979); Coleman, D. 

L., Diabetes 31 (Suppl):l-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes 

(Mandel et al., J. Immunol. 120:1375-1377 (1978)). 



L12 ANSWER 23 OF 115 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 



USPATFULL on STN 
2003:120997 USPATFULL 

25 human prostate and prostate cancer associated 
proteins 

Birse, Charles E . , North Potomac, MD, UNITED STATES 
Rosen, Craig A. , Laytonsville, MD, UNITED STATES 
Human Genome Sciences, Inc., Rockville, MD, UNITED 
STATES, 20850 (U.S. corporation) 



PATENT INFORMATION: 
APPLICATION INFO. : 
RELATED APPLN. INFO. 



NUMBER 



KIND 



DATE 



US 2003083481 Al 20030501 

US 2002-36542 Al 20020107 



(10) 



Continuation-in-part of Ser. No. WO 2000-US19666 , filed 





on 


20 Jul 2000, 


UNKNOWN 








NUMBER 


DATE 




INFORMATION: 


US 


1999- 


144972P 


19990721 


(60) 




US 


1999- 


148681P 


19990813 


(60) 




US 


1999- 


149173P 


19990817 


(60) 




US 


1999- 


158004P 


19991006 


(60) 




US 


2000- 


194689P 


20000405 


(60) 


TYPE: 


Utility 









FTTF SEGMENT- APPLICATION 

LEGAL REPRESENTATIVE : HUMAN GENOME SCIENCES INC, 9410 KEY WEST AVENUE, 

ROCKVILLE, MD, 20850 
NUMBER OF CLAIMS: 24 
EXEMPLARY CLAIM: 1 
LINE COUNT: 26241 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

SUMM . tissues and organs (e.g., cancers of the hypothalamus, 

pituitary gland, thyroid gland, parathyroid glands, pancreas, adrenal 
glands, ovaries, and testes) , diabetes (e.g., diabetes 
insipidus, type I and type II diabetes 

mellitus), obesity, disorders related to pituitary glands (e.g., 
hyperpituitarism, hypopituitarism, and pituitary dwarf ism) , 
hypothyroidism, hyperthyroidism, goiter, reproductive disorders (e.g. 
male . adrenal glands (e.g., Addison's Disease, corticosteroid 

deficiency, and Cushing's Syndrome), kidney cancer (e.g., hypernephroma, 
transitional cell cancer, and Wilm's tumor), diabetic 
nephropathy, interstitial nephritis, polycystic kidney disease, 
SomerSlonephritis (e.g., igM mesangial proliferative glomerulonephritis 
and glomerulonephritis caused by autoimmune disorders ; such as . . . 
SUMM . component that may be treated, prevented, and/or diagnosed with 

the compositions of the invention include, but are not limited to, 
tvoe II collagen- induced arthritis, antiphospholipid 

syndrome, dermatitis, allergic encephalomyelitis, myocarditis, relapsing 
oolychondritis, rheumatic heart disease, neuritis, uveitis ophthalmia, 
polyendocrinopathies, Reiter's Disease, Stiff -Man Syndrome, autoimmune 
pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 

SUMM dlS ° rderS polypeptides corresponding to this gene and/or agonists and/or 
antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

SUMM . neutralizing or antagonistic antibodies) may be used to 

diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . renal 
failure, nephropathy other diseases and disorders as described in tne 
"Renal Disorders" section), nerve damage, neuropathy, vision impairment 
(e.g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". 

DETD (glyburide), GLUCOTRIL . TM . (glipizide), and DIAMICRON.TM. 

(gliclazide) , GLUCOPHAGE . TM . (metformin), PRECOSE.TM. (acarbose) , 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 
PROGLYCEM . TM . ... . 
DETD [1380] The diabetic animals have many of the characteristic 
features observed in Type II diabetes 

mellitus. Homozygous (db+/db+) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates. Mutant diabetic 

(db+/dbO mice have a single autosomal recessive mutation on chromosome 

4 <db+) (Coleman et al. Proc. Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice (db+/db+) have elevated blood glucose, increased 

or normal insulin levels, and suppressed cell -mediated immunity (Mandel 

et al., J. Immunol.. . . glomerular filtration abnormalities have 

been described in these animals {Norido, F. et al., Exp. Neurol. 

83 (2) :221-232 (1984); Robertson et al . , Diabetes 29(l):60-67 

(1980); Giacomelli et al . , Lab Invest. 40 (4) :460-473 (1979); Coleman, D. 

L., Diabetes 31 (Suppl):l-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 



analogous to human type II diabetes 

(Mandel et al., J. Immunol. 120:1375-1377 (1978)). 



L12 ANSWER 24 OF 115 
ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



US PAT FULL on STN 
2003:79163 USPATFULL 

Combination therapy comprising glucose reabsorption 
inhibitors and retinoid-X receptor modulators 
Bussolari, Jacqueline C, Skillman, NJ, UNITED STATES 
Chen, Xiaoli, Belle Mead, NJ, UNITED STATES 
Conway, Bruce R., Doylestown, PA, UNITED STATES 
Demarest, Keith T., Flemington, NJ, UNITED STATES 
Ross, Hamish N.M., Far Hills, NJ, UNITED STATES 
Severino, Rafael, Madrid, SPAIN 



PATENT INFORMATION: 
APPLICATION INFO. : 



NUMBER 



KIND 



DATE 



US 2003055091 Al 20030320 

US 2002-115725 Al 20020403 



(10) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
LINE COUNT: 
CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
SUMM [0005] Type II diabetes mellitus 

(non-insulin-dependent diabetes mellitus or NIDDM) is a 

metabolic disorder involving the dysregulation of glucose me tabolxsm and 
impaired insulin sensitivity. Type II 

diabetes mellitus usually develops in adulthood and is 
associated with the body's inability to utilize' or make sufficient 
insulin. In addition to the insulin resistance observed in the target 
tissues, patients suffering from type II 

diabetes mellitus have a relative insulin deficiency- -that is, 
patients have lower than predicted insulin levels for a given plasma 
glucose concentration. Type II diabetes 

mellitus is characterized by the following clinical signs or symptoms: 
persistently elevated plasma glucose concentration or hyperglycemia; 
polyuria; polydipsia and/or. . 
SUMM m . . recognized in some 2% of diagnostic coronary catheterizations. 
Often disabling, it presents symptoms or risk factors for the 
development of Type II diabetes mellitus 

and cardiovascular disease, including impaired glucose tolerance (IGT) , 
impaired fasting glucose (IFG) , hyperinsulinemia, insulin resistance, 
dyslipidemia (e.g., high triglycerides, . . . 
SUMM [0008] Typical treatment of Type II diabetes 

mellitus focuses on maintaining the blood glucose level as near to 
normal as possible with lifestyle modification relating to diet and 
exercise, and when necessary, the treatment with anti -diabetic 
agents, insulin or a combination thereof. NIDDM that cannot be 
controlled by dietary management is treated with oral antidiabetic 
agents. 

SUMM . . therapies typically include metformin and sulfonylureas as well 

as thiazolidinediones. Metformin monotherapy is a first line choice, 
particularly for treating type II diabetic 

patients who are also obese and/or dyslipidemic . Lack of an appropriate 
response to metformin is often followed by treatment with. . Alpha 

glucosidase inhibitors are also used as first and second line therapies. 
Patients who do not respond appropriately to oral anti-diabetic 
monotherapy, are given combinations of the above-mentioned agents. When 
glycemic control cannot be maintained with oral antidiabetics alone, 
insulin therapy. 

DRWD [0019] U.S. Pat. No. 6,153,632 to R. Rieveley discloses a method and 
composition stated to be for the treatment of diabetes 



US 2001-281479P 20010404 (60) 
Utility 
APPLICATION 

AUDLEY A. CIAMPORCERO JR., JOHNSON & JOHNSON, ONE 
JOHNSON Sc JOHNSON PLAZA, NEW BRUNSWICK, NJ, 08933-7003 
79 
1 

2308 



mellitus (Type I. Impaired Glucose Tolerance [»IGT«] and Type 
II) which incorporates a therapeutic amount of one or more 
"iulln sensitizers along with one or more of an orally ingested 
insulin, an injected insulin, a sulfonylurea, a biguanide or an 
alpha-glucosidase inhibitor for the treatment of diabetes 

drwd mellitUS, or 5 -((4-(2-(methyl-2-pyridinylamino) ethoxy) phenyl) 

methyl)-2,4-thiazolidinedione, known as AVANDIA; also known as BRL 
49653, BRL 49653C, BRL 49653c, SB 210232, or rosiglitazone 

male ate) ; , « __ 

DETD [0395] Thus, for treating diabetes, particularly Type 
II diabetes mellitus, or Syndrome X, a compound of 

Formulae I, II, III, IV, or V in combination with one or more. . - 
formula I in the range of about 25 to 1000 mg once or twice daily and 
repeated doses of the anti-diabetic agent or agents at jointly 
effective dosages. The jointly effective dosage for RXR modulators 
disclosed herein may be readily determined. . . 
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DETD . . component that may be treated, prevented, and/or diagnosed with 

the compositions of the invention include, but are not limited to, 
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9410 KEY WEST AVENUE, 



type II collagen- induced arthritis, antiphospholipid 

syndrome, dermatitis, allergic encephalomyelitis, myocarditis, relapsing 
polychondritis, rheumatic heart disease, neuritis, uveitis ophthalmia, 
polyendocrinopathies, Reiter's Disease, Stiff -Man Syndrome, autoimmune 
pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorders. 

DETD . polypeptides corresponding to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

DETD . . neutralizing or antagonistic antibodies) may be used to 
diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . renal 

failure, nephropathy other diseases and disorders as described in the 
'•Renal Disorders" section) , nerve damage, neuropathy, vision impairment 
(e.g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". . 

DETD . . (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 

(gliclazide) , GLUCOPHAGE . TM . (metformin), PRECOSE.TM. (acarbose) , 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazohe) , and troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazoxides such as 
PROGLYCEM.TM . . . 
DETD [1629] The diabetic animals have many of the characteristic 
features observed in Type II diabetes 

mellitus. Homozygous (db+/db+j mice are obese iu comparison to *cheir 
normal heterozygous (db+/+ m) littermates. Mutant diabetic 
(db+/db+) mice have a single autosomal recessive mutation on chromosome 
4 (db+) (Coleman et al. Proc. Natl. Acad. Sci . USA 77:283-293 (1982)). 
Animals show polyphagia, polydipsia and. polyuria . Mutant 
diabetic mice (db+/db+) have elevated blood glucose, increased 
or normal insulin levels, and suppressed cell -mediated immunity (Mandel 
et al, J. Immunol.. . . glomerular filtration abnormalities have been 
described in these animals (Norido, F. et al . , Exp. Neurol. 
83 (2) :221-232 (1984); Robertson et al . , Diabetes 29(l):60-67 
(1980); Giacomelli et al., Lab Invest. 40 (4) :460-473 (1979); Coleman, 
D.L., Diabetes 31 (Suppl):l-6 (1982)). These homozygous 
diabetic mice develop hyperglycemia that is resistant to insulin 
analogous to human type II diabetes 
(Mandel et al., J Immunol. 120:1375-1377 (1978)). 
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26235 v 
component that may be treated, prevented, and/or diagnosed with 



the compositions of the invention include, but are not limited to, 
type II collagen-induced arthritis, antiphospholipid 
syndrome, dermatitis, allergic encephalomyelitis, myocarditis, relapsing 
polychondritis, rheumatic heart disease, neuritis, uveitis ophthalmia, 
polyendocrinopathies, Reiter's Disease, Stiff -Man Syndrome, autoimmune 
pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 
disorders. 



DETD m . polypeptides corresponding to this gene and/or agonists and/or 

antagonists thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

DETD # # neutralizing or antagonistic antibodies) may be used to 
diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . renal 
failure, nephropathy other diseases and disorders as described in the 
"Renal Disorders" section), nerve damage, neuropathy, vision impairment 
(e.g., diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the "Infectious Diseases". 

DE TD . (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 

(gliclazide) , GLUCOPHAGE . TM . (metformin) , PRECOSE.TM. (acarbose) , 
AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM . TM . . . 
DETD [2107] The diabetic animals have many of the characteristic 
features observed in Type II diabetes 

mellitus. Homozygous (db+/db+) mice are obese in comparison to their 
normal heterozygous (db+/+m) littermates. Mutant diabetic 
(db+/db+) mice have a single autosomal recessive mutation on chromosome 
4 (db+) (Coleman et al. Proc. Natl. Acad. Sci . USA 77 : 283-293 (1932)). 
Animals show polyphagia, polydipsia and polyuria. Mutant 
diabetic mice (db+/db+) have elevated blood glucose, increased 
or normal insulin levels, and suppressed cell -mediated immunity (Mandel 
et al., J. Immunol.. ., . glomerular filtration abnormalities have 
been described in these animals (Norido, F. et al . , Exp. Neurol. 
83 (2) :221-232 (1984); Robertson et al . , Diabetes 29(l):60-67 
(1980); Giacomelli et al., Lab Invest. 40 (4) :460-473 (1979); Coleman, D 
L., Diabetes 31 (Suppl):l-6 (1982)). These homozygous 
diabetic mice develop hyperglycemia that is resistant to insulin 
analogous to human type II diabetes 
(Mandel et al . , J. Immunol. 120:1375-1377 (1978)). 
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™i2£5w is available'for this patent. 

sram — - 

impaired insulin sensitivity. Type II 

di Letes mellitu; . usually develop, ? - adulthood and ^ ^ 
I^^^&^i 1 ^^^!.*-- observed in the target 

XTtl* SimS have^'SlaSe'SsuHn def iciency-that is. 
£522 nave'lower'nan Predicted insulin levels for a given plasma 

^I.^SSSi.SRy 1 ^ louring clinical signs or symptoms: 
persistently elated plasma glucose concentration or hyperglycemia; 
polyuria; J gg^^- a% ' of - dl ^tte catheterizations. 
Often disabling, it presents symptoms or risk factors for the 

d T 10P r o v a scuIS e disea'sf Including'impaired glucose tolerance ( IGT) , 
JiSdSKS^lSSnW. hyperinsulinemia, insulin resistance, 
dyslipidemia (e.g.. high triglycerides.. . . 

SUMM ^Si^S 1 J r S t =St2.2S"t2 hifofglucose level as near to 

Jo^as possible -h lifestyle Ration ^tg^ as ^ 

SUMM as thiazoUdln^ione^ Secformin monotherapy is a first line choice. 

JESS'S are ^SJS-RrlJSSld-lo. «*? -J « ™ iate 
Response to metformin is often followed by treatment with . . 
DFTD ^0027] US Pat. No. 6,153,632 to R. Rieveley discloses a method and 
,.!nn ition stated to be for the treatment of diabetes 
memcus (Type 1, Impaired Glucose Tolerance ["IGT" 1 and Type 
11) which incorporates a therapeutic amount of one or more 
insulin sensitizers along with one or more of an orally ingested 
insulin, "injected insulin, a sulfonylurea a biguanide or an 
alpha-glucosidase inhibitor for the treatment of diabetes 

mellitus ((4 _ (2 _ (methyl - 2 -pyridinylamino) ethoxy) phenyl) 

methyl^, 4-thiazolidinedione, known as AVANDIA; also known as BRL 
49653, BRL. 49653C, BRL 49653c, SB 210232, or rosiglitazone 

DETD To35of e Thus f for treating diabetes, particularly Type 
II diabetes mellitus, or Syndrome X, a compound of 
„ «■*•"""» TV v in combination with one or more. 

£££ 'in^he'r^'ofaoou? 25 to 1000 mg once or twice daily, and 
related doses of the anti -diabetic agent or agents at jointly 
errective dosages. The jointly effective dosage for PPAR modulators 
disclosed herein may be readily determined. . . 
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sSL co^onent that may be treated, prevented, and/or diagnosed with 

the compositions of the invention include, but are not limited to. 
type II collagen- induced arthritis, antiphospholipid „.■,„,.«„„ 
syndrome, dermatitis, allergic encephalomyelitis, myocarditis relapsing 
nolvchondritis. rheumatic heart disease, neuritis, uveitis ophthalmia, 
?olyenaocrino P ;thies, Reiter-s Disease, Stiff -Man Syndrome, autoimmune 
pulmonary inflammation, autism, Guillain-Barre Syndrome, insulin 
dependent diabetes mellitus, and autoimmune inflammatory eye 

SUMM diS ° rderS polypeptides corresponding to this gene and/or agonists and/or 
antagonises thereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 
mellitus (insulin resistant diabetes mellitus) . 

SUMM . neutralizing or antagonistic antibodies) may be used to 

diagnose, prognose, treat, prevent, and/or ameliorate conditions 
associated with (type I or type II) diabetes 
mellitus, including, but not limited to, diabetic 
ketoacidosis, diabetic coma, nonketotic hyperglycemic - 
hyperosmolar coma, seizures, mental confusion, drowsiness, 
cardiovascular disease (e.g., heart disease, atherosclerosis, 
microvascular disease, hypertension, stroke, and other. . . . renal 
failure nephropathy other diseases and disorders as- described in the 
"Renal Disorders" section), nerve damage, neuropathy, vision impairment 
(e q.. diabetic retinopathy and blindness), ulcers and 
impaired wound healing, infections (e.g., infectious diseases and 
disorders as described in the -Infectious Diseases" . • 

DETD (glyburide), GLUCOTROL . TM . (glipizide), and DIAMICRON.TM. 

* (qliclazide) , GLUCO PHAGE . TM . (metformin) , PRECOSE.TM. (acarbose), 

AMARYL.TM. (glimepiride) , and ciglitazone; thiazolidinediones (TZDs) 
such as rosiglitazone, AVANDIA.TM. (rosiglitazone 
maleate) ACTOS.TM. (piogliatazone) , and troglitazone; 

alpha-glucosidase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN.TM. (octreotide); and diazoxides such as 
PROGLYCEM . TM . . . . , . .. 

DETD [2060] The diabetic animals have many of the characteristic 
features observed in Type II diabetes 

mellitus. Homozygous (db+/db + ) mice are obese in comparison to their 

normal heterozygous (db+/+m) littermates . Mutant diabetic 

(db+/db+) mice have a single autosomal recessive mutation on chromosome 

4 (db+) (Coleman et al. Proc. Natl. Acad. Sci. USA 77:283-293 (1982)). 

Animals show polyphagia, polydipsia and polyuria. Mutant 

diabetic mice (db + /db + ) have elevated blood glucose, increased 

or normal insulin levels, and suppressed cell-mediated immunity (Mandel 

et al J Immunol.. . . glomerular filtration abnormalities have 

been described in these animals (Norido, F. et al.. Exp. Neurol. 

83 (2) :221-232 (1984); Robertson et al., Diabetes 29(l):60-67 

(1980 ; Giacomelli et. al . , Lab Invest. 40 (4) =460-473 (1979); Coleman, 

D L . Diabetes 31 (Suppl) : 1-6 (1982)). These homozygous 

diabetic mice develop hyperglycemia that is resistant to insulin 

analogous to human type II diabetes 

(Mandel et al.. J. Immunol. 120:1375-1377 (1978)). 
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83 ( 2 ): 2 21 T 232 (1984); Robertson et al , Colet nan, ». 

(1980); Giacomelli et al., J™ JJJ?, These homozygous 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. d and/or diagnosed with 

syndrome, dermatitis, anergic c f i- ur i t is uveitis Ophthalmia, 
^chondritis. rheomstrc tTr'T dS^T'^-^'^X-. 'utoimmone 

^ U ; 1 « ■ *^^ a moi litis and autoimmune inflammatory eye. 
dependent diabetes mellitisand, ^ ^ ^ and/or agonists and/or 

antagonis?f hereof may be used to diagnose, prognose, treat, prevent, 
and/or ameliorate type II diabetes 

diagnose, prognose treat, prlvent, or ameliorate condemns assorted 
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such as rosiglitazone. AVANDIA. TM. (rosiglitazone 

ACTOS TM. (piogliatazone) , and troglitazone; 
^ona glucSdase inhibitors; bovine or porcine glucagon; somatostatins 
such as SANDOSTATIN . TM . (octreotide); and diazox^des such as 
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